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-OR FURTHER ACTION See paragraphs 1 and 4 below 



I iternational filing date 
<iaWn.onm/year) 09/03/2005 



THE UNIVERSITY OF IOWA RESEARCH FOUNDATION 



^ ' H I^i^RP''?.^"* Is hereby notified that the international search report and the written opinion of the International Searchino 
Authonty have been established and are transmitted herewith. imernationai t>earcning 

Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the Intemational Application (see Rule 46): 
When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 
Where? Directly to the International Bureau of WlPO, 34 chemin des Colombettes 

1211 Geneva 20, Switzerland, Fascimlle No,: (41-22) 740.14.35 
For more detailed instructions, see the notes on the accompanying sheet. 

2- □ The f PPli^ant is hereby notified that no intemational search report will be established and that the declaration under 
Article 17(2)(a) to that effect and the written opinion of the International Searching Authority areYrlnsS l^^^^^^ 
With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant Is notified that: 

□ the protest together with the decision thereon has been transmitted to the Intemational Bureau together with the 

applicant's request to fon^vard the texts of both the protest and the decision thereon to the desigS Off^es 
I I "° decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

Reminders 

S?froL^^®'i ^''P'T*!^" ^8 months from the priority date, the international application will be published by the 
Lnniioo?- "i^K""* applicant wishes to avoid or postpone publication, a notice of withdrawal of the International 
application, or of the pnority claim, must reach the International Bureau as provided In Rules 90Ws 1 and 9o2l 3 res^^^^^ 
before the completion of the technical preparations for intemational publication. yuD/s.d, respectively, 

rnot^!!«!i L""^^ ^""^^'^ comments on an informal basis on the written opinion of the Intemational Searching Authority to the 
International Bureau. The International Bureau will send a copy of such comments to all designated Offices unless an 
Ihf n" kT^k f ^^'iT'T'y examination report has been or Is to be established. These commente would Se^^^^ to 
the public but not before the expiration of 30 months from the priority date. avaiiaoie to 

Within 19 months from the priority date, but only In respect of some designated Offices, a demand for international Drellmlnarv 
examination must be filed if the applicant wishes to postpone the entry into the national phase untH Shft roK^^^ 
date (,n some Offices even later); othenA/ise, the applicant must, within 20 months from the priority date perfor^^^^ 
acts for entry into the national phase before those designated Offices. perrorm me prescnoea 

months^^^ "^^^'^nated Offices, the time limit of 30 months (or later) will apply even If no demand is filed within 19 

^!L!I'^x/^r"^'' I? kP *^ PCT/IB/301 and, for details about the applicable time limits. Office by Office, see the PCT Applicant's 
Guide, Volume II, National Chapters and the WlPO internet site. applicants 



Name and mailing address of the Intemational Searching Authority 
European Patent Office, P.B. 5818 Patentlaan 2 
/fill NL-2280 HV Rijswijk 

Wi! Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 




Authorized officer 
Anu Evers 



Form PCT/ISA/220 (January 2004) 



(See notes on accompanying sheet) 



NOTES TO FORM PCT/ISAA220 



These Notes are intended to give the basic rnstructions concerning the filing of amendments under article 1 9 The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicabie For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article", "Rule", and "Section" refer to theprovisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has. after having received the intemational search report, one opportunity to amend the claims of the 
intemationai application. It should however be emphasized that, since all parts of the international application (claims 
descnption and drawl^ngs) may be amended dunng the intemational preliminary examination prx>oe^re. there is ususlllv 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
tor the purposes of provisional protection or has another reason for amending the claims before international pbuKcation 
Furthermore, it should be emphasized that provisional protection is available in some States only. 

What parts of the Intemational application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the intemajional phase, the claims may also be amended (or further amended) under Article 34 before 
«he IntemflAional Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the Intemational Examining Authority. « x x «m«n«TOunaer 

Upon entry into the national phase, all parts of the intemational application may be amended under Article 28 
or, wncwe appticable, Arbde 41 . 



When? 



Within 2 months from the date of transmittal of the intemational search report or 1 6 months from the orioritv 
date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the Intemational Bureau after the expiration of the 
^p^icabie time limit but before the completion of the te<^nical preparations for intemational puUtcation 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the Intemational Bureau and not with the receivina Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for intemational preliminary examination has been/is filed, see below. 

How? Either by cancelling one or more entire claims, by adding one or more new claims or by amendino the text of 

one or more of the claims as filed. ^ 

«m!S'jJ^JIl!?l!Jj^* submitted for each sheet of the claims which, on account of an amendment or 

amendments, differs from the sheet onginally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a daim is 
cancelled, no renumbenng of the other claims is required. In all cases where claims are renumbered they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). ^ 

The amendments must be made in the language In which the intemationai appllcalion is to be published. 

Wh^ documents must/may accompany tlie amendments? 
Letter (Section 205(b)}: 

The amendments must be submitted with a letter. 

The letter will not h>e published with the intemational application and the amended claims It should not be 
confused with the -Statement under Article 1 9(1)- (see below, under "Statement under Article 19(1)-). 

ZlllSlSr T** **''.r7"^'.** applicant. However, If the language of the 
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NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended It must in 
particular, indicate, in connection with each claim appearing in the international application {it being understood 
that identical indications concerning several claims may be grouped),whether 

(1) the claim is unchanged; 

(ii) the claim is cancelled; 

(tii) the claim is new; 

(iv) the claim replaces one or more claims as fifed; 

(v) the claim is the result of the division of a claim as filed. 

The following examples Illustrate the manner in which amendments must be explained In the 
aeoompanying letter: ^ 

1 . [Where originally there were 48 claims and after amendment of some claims there are 5 1 ] 
■Claims 1 to 29. 31 . 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbere- 
daims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. (Where originally there were 1 5 claims and after amendment of all claims there are 1 1V 
"Claims 1 to 1 5 replaced by amended claims 1 to 1 1 ." 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in addina 
new claims]: ^ 
"Claims 1 to 6 and 1 4 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added " or 

"Claims 7 to 1 3 cancelled; new claims 1 5, 1 6 and 1 7 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

-Claims 1 -1 0 unchanged; claims 1 1 to 1 3, 1 8 and 1 9 cancelled; claims 1 4. 1 5 and 1 6 replaced by amended 
daim 1 4; claim 1 7 subdivided into amended daims 15,16 and 1 7; new claims 20 and 21 added." 

""Statement under article 19(1)** (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 

°" doseripfion and the drawings (which cannot be amended under 

The statement will be published with the international application and the amended claims. 
It must be In the language in which the international apppHcaUon Is to be published. 

It must kje brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as nied and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 1 9(1 )/ 

It rnay not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given daim, contained in the intemational search 
report may t>e made only in connection with an amendment of that claim. 

Consequence If a demand for Intematlonai preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for intemational preliminary examination 
has already kwen submitted the applicant must preferably, at the same time of filing the amendments with the 
Intem^ional Bureau, also file a copy of such amendments with the Intemational Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). ^ 

Consequence with regard to translation of the Intemational application for entry Into the national phase 

The appl'icanrs attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead off. or 
in addition to, the translation of the claims as filed. 

^^urther details on the requirements of each designated/elected Office, see Volume II of the POT Applicant's 
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PATENT COOPERATION TREATY 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
IOWA: 061WO 


FOR FURTHER see Fom, PCT/,SA/220 

ACTION as well as, where applicable, item 5 below. 


International application No. 
PCT/US2 005/0 076 85 

Anr\lir»Qr»i 


International filing date (day/month/year) 
09/03/2005 


(Earliest) Priority Date (day/month/year) 
09/03/2004 



THE UNIVERSITY OF IOWA RESEARCH FOUNDATION 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the aoDlicant 
according to Article 18. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of 



. sheets. 



[x] It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the International search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise Indicated under this item. 

I I The international search was carried out on the basis of a translation of the international application furnished to 
this Authority (Rule 23. 1 (b)) . 

b. Q With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 

2. Certain claims were found unsearchable (See Box II). 

3. Unity of invention is lacking (see Box III). 



4. With regard to the title, 

the text Is approved as submitted by the applicant. 
I I the text has been established by this Authority to read as follows: 



RECEIVED 

Date{s) Docketed: 



JUL 1 4 2005 



Initials: 



5. With regard to the abstract, 

[xl the text is approved as submitted by the applicant. 

I I text has been established, according to Rule 38.2(b), by this Authority as it appears in Box No. IV. The applicant 

may, within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. With regard to the drawings, 

a. the figure of the drawings to be published with the abstract is Figure No. 

I I as suggested by the applicant. 

I I as selected by this Authority, because the applicant failed to suggest a figure. 
I I as selected by this Authority, because this figure better characterizes the invention. 
^' CZl figures is to be published with the abstract. 



Form PCT/ISA/210 (first sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International Application No 

PCT/US2005/007685 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 G01N33/50 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 GOIN 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO-Internal , BIOSIS 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



HWANG JINAH ET AL: "Oscillatory shear 
stress stimulates endothelial production 
of 02- from p47phox-dependent NAD(P)H 
oxidases, leading to monocyte adhesion." 
JOURNAL OF BIOLOGICAL CHEMISTRY, 
vol. 278, no. 47, 

21 November 2003 (2003-11-21), pages 
47291-47298, XP002331937 
ISSN: 0021-9258 
abstract; figures 3,5,8 



1-21 



-/-- 



Further documents are listed in the continuation of box C. 



□ 



Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority ciaim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



"T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underiying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the intemational search 



15 June 2005 



Date of mailing of the intemational search report 

24/06/2005 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentiaan 2 
NL - 2280 HV Ri|swi]k 
Tel. (+31-70) 340-2040, Tx. 31 651 epo n!, 
Fax: (+31-70) 340-3016 



Authorized officer 



Wei j land, A 



Form PCT/lSA/210 (second sheet) (January 2004) 
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INTERNATIONAL SEARCH REPORT 



C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



international Application No 

PCT/US2005/007685 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



TARPEY MARGARET M ET AL: 

"Chemi luminescent detection of oxidants in 

vascular tissue: Lucigenin but not 

coelenterazine enhances superoxide 

formation" 

CIRCULATION RESEARCH, 

vol. 84, no. 10, 28 May 1999 (1999-05-28), 
pages 1203-1211, XP002331938 
ISSN: 0009-7330 
the whole document 



1-21 



DE KEULENAER GILLES W ET AL: "Oscillatory 
and steady laminar shear stress 
differentially affect human endothelial 
redox state: Role of a 
superoxi de-producing NADH oxidase" 
CIRCULATION RESEARCH, 

vol. 82, no. 10, 1 June 1998 (1998-06-01), 
pages 1094-1101, XP002331939 
ISSN: 0009-7330 
the whole document 

GRIENDLING K K ET AL: "NAD(P)H Oxidase: 
Role in cardiovascular Biology and 
Disease" 

CIRCULATION RESEARCH, GRUNE AND STRATTON, 
BALTIMORE, US, 
vol. 86, no. 5, 

17 March 2000 (2000-03-17), pages 494-501, 
XP002187071 
ISSN: 0009-7330 
the whole document 
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PATENT COOPERATION Th^ATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 



see form PCT/lSAy220 



PCT 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 43t>/s.1) 



Applicant's or agent's file reference 

see form PGTylSAy220 



Date of mailing 

(day/tnonth4^ear) see form PCT A SAJ2 1 0 (second s heet) 



FOR FURTHER ACTION 

See paragraph 2 below 



This opinion contains indications relating to the following items: 



International application No. 
PCT/US2005y007685 


International filing date (day/hionth/^ear) 
09.03.2005 




Priority date (day/month/year) 
09.03.2004 


International Patent Classification (IPC) or both national classification and IPC 
G01N33/50 


■ -RECaVED 

Date(s) DockBtBd:.... 




Applicant 

THE UNIVERSITY OF IOWA RESEARCH FOUNDATION 


-JU! 1 4 2005 







Box 


No. 


1 


m 


Box 


No. 


11 




Box 


No. 


ill 


□ 


Box 


No. 


IV 




Box 


No. 


V 


□ 


Box 


No. 


VI 


□ 


Box 


No. 


VII 


□ 


Box 


No. 


VIII 



3. 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and Industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 436/s.1 (a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the International application 
FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("I PEA"). However, this does not apply where 
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the 
International Bureau under Rule 66.1d/s(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion Is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of three 
months from the date of mailing of Form PCTyiSAy220 or before the expiration of 22 months from the priority date 
whichever expires later. r- j > 

For further options, see Form PCT/ISA/220. 

For further details, see notes to Form PCT/ISAy220. 



Name and mailing address of the ISA: 



European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Authorized Officer 

Weijland, A 

Telephone No. +49 89 2399-7490 



Form (PCTyiSAfiS?) (Cover Sheet) (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCTAJS2005/D07685 



Box No. I Basis of the opinion 

1. With regard to the language, this opinion has been established on the basis of the international application in 
the language in which it was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide and/Dr amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filingyfurnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 



3. □ In addition, in the case that more than one version or copy of a sequence listing andybr table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies IS identical to that in the application as filed or does not go beyond the application as filed as 
appropriate, were furnished. 

4. Additional comments: 



Box No. II Priority 



1 . El The validity of the priority claim has not been considered because the International Searching Authority 

does not have in its possession a copy of the earlier application whose priority has been claimed or, where 
required, a translation of that earlier application. This opinion has nevertheless been established on the 
assumption that the relevant date (Rules A3bisA and 64.1) is the claimed priority date. 

2. □ This opinion has been established as if no priority had been claimed due to the fact that the priority claim 

has been found invalid (Rules 43Ws-1 and 64.1 ). Thus for the purposes of this opinion, the international 
filing date indicated above is considered to be the relevant date. 

3. Additional observations, if necessary: 



Form PCT>ISA/237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US2005/007685 



Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

E claims Nos. 1-21 (with respecto industrial applicability) 
because: 

la the said international application, or the said claims Nos. 1-21 (with respect to industrial applicability) 
relate to the following subject matter which does not require an international preliminary examination 
(specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos are so 
unclear that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the whole application or for said claims Nos. 

□ the nucleotide and/br amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ the tables related to the nucleotide and/br amino acid sequence listing, if in computer readable form only do 
not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions! 

□ See separate sheet for further details 



Form PCT/ISA/237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCTAJS2005y007685 



Box No. V Reasoned statement under Rule 43Ws.1(a)(i) with regard to novelty, inventive step or 
industrial applicabmty; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 






No: 


Claims 


1-21 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-21 


Industrial applicability (lA) 


Yes: 


Claims 






No: 


Claims 


1-21 



2. Citations and explanations 
see separate sheet 



Form PCT>ISA/ 237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



International application No. 
PCT/US2005/007685 



The following documents (D) are referred to in this opinion; the numbering will be adhered 
to the rest of the procedure: 

D1 : JOURNAL OF BIOLOGICAL CHEMISTRY 278 (47), 2003, PAGES 47291 -47298) 
D2: CIRCULATION RESEARCH 84(1 0), 1 999, PAGES 1 203-1 21 1 

SECTION III 

1 . Claims 1 -21 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(l) PCT). 

SECTION V 

Novelty (Article 33(2) PCT) 

2. The subject matter of claims 1 -21 is anticipated by D1 and D2 and is therefore not 
novel. 

D1 (abstract; Figures 3, 5 and 8) describes the superoxide production by endothelial 
cells (MAE-C57 or MAE-p47-/-; "endothelial cells" according to claims 1 and 7) due to 
laminar (LS) or oscillatory shear (OS) in the prescence or abscence of PEG-SOD, 
Mn-TBAP or MAE-p47-/-. The 02- production was determined by dihydroethidium 
staining ("DHE", "indicator" according to claims 1 and 7). Neither LS nor OS were 
able to induce 02- production and monocyte adhesion to MAE-p47-/-. Treatment of 
MAE-C57 with the cell permeable polyethyieneglycol-superoxlde dismutase 
compound, inhibited OS-induced monocyte adhesion ("candidate substance", 
"comparing", "modulator" according to claims 1 and 7). In addition, overexpressing 
p47phox in MAE-p47-/- restored OS-induced ("physiologic shear" according to claims 
1 and 7) 02- production and monocyte adhesion, an early and critical atherogenic 
event. Apocinin, an NADPH oxidase inhibitor ("inhibitor of...NADH/NADPH-oxidase" 
according to claim 16), blocks OS stimulated 02- production in MAE-C57 cells. 



Form PCT/ISA/237 (Separate Sheet) (Sheet 1) (EPO-January 2004) 



WRITTEN OPINION OF THE International application No. 

INTERNATIONAL SEARCHING 

AUTHORITY (SEPARATE SHEET) PCT/US2005/007685 

3. For the assessment of the present claims 1 -21 on the question whether they are 
industrially applicable, no unified criteria exist in the PCX Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 



In the above mentioned context the passage in claims 1 , 7 and 16 "contacting said 
endothelial cell" is considered to cover treatment by therapy, since the cell can be 
considered as part of a living organism or human according to claims 17 and 21 . 

Therefore, claims 1-21 relate to the subject-matter considered by this authority to be 
covered by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 
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